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^5 (57) Abstract: The present invention relates to methods and compositions for the specific inhibition of kinase suppressor of Ras 
(KSR). In particular, the invention provides genetic approaches and nucleic acids for the specific inhibition of KSR, particularly 
of KSR expression. The invention relates to antisense oligonucleotides and the expression of nucleic acid which is substantially 
complementary to KSR RNA. Oligonucleotide and nucleic acid compositions are provided. The invention provides methods to 
inhibit KSR, including inhibition of KSR expression. Methods for blocking gf Ras mediated tumorigenesis, metastasis, and for 
cancer therapy are provided. 
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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 
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1. I I OaimNos.: 

tTecause they relate to subject matter not required to be searched by this Authority, namely: 



2. I \ ClaimNos.: 

because they relate to parts of the intematioiial i^lication diat do not coinply with the prescribed requiremimts to 
such an extent that no meaningful interna rional search can be carried out, specifically: 



3. I I Claim Nos.: 

because they are dependent claims and are not drafted in accordance mth the second and third sentences of Role 

6.4(a). 
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This Ihtemational Seardiix^ Authority found multqile inventions in this int^national application, as follows: 
Please See Continuation Sheet 
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As all required additional search fees were timely paid by the ^plicant, this international search report covers all 
searchable chums. 



As all seardbable claims could be searched without effort justifying an ad^tional fee, this Authority did not invite 
paymrat of any additional fee. 

3. I I As only some of the required additional search fees w^e timely paid by the e^Iicant, this international search 
report covers only those claims for i^iichfees were paid, specifically claims Nos.: 



No req;uired additional search fees were timely paid by the applicant. Consequently, this international search report 
is restricted to the invention first mentioned in the claims; it is covered by claims Nos. : 1-16 

Remark on Protest I I The additional search fees were accompanied by the applicant's protest. 

I I No protest acconq;>anied the payment of additional search fees. 
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BOX n. OBSERVATIONS WHEEE UMTY OF INVEOTIOH IS LACKMG 

This ^plication contains the following inventions or groups of inventions which, are not so linked as to farm a single general 
invenlive cQncq>t under PCT Rule 13 . 1 . In order for all inventions to be exanuned, the iq^roptiate adfitional examinatiQn fees must 
be paid. 

Group I» claim(s) 1-16, drawn to an oligonucleotide that is substantially conqilementary ro a region of KSR RNA, such as any one of 
SEQ ID Nos. 1 and 3-8, and said oligonudeotide inhibits tiie esi^ression of KSR, a recomlnnant DNA molecule comprising a nucleic 
acid encoding an anttsense RMA con^lementary to mammalian KSR RNA or a portion thereof, and an ej^ression vector cnmprffiing 
said nucleic acid. 

Groip n, claini(s) 17-28, draw to apharmaceudcal con^osition con^rising a ther^eutically amount of an antisense oligonucleotide 
of claim 1, a method of inihibiting expression of rrmmimliHii KSR» and a method of treating or preventing a bypeiproliferative 
condition associated with the e;q)ression of gf-Ras by using a con^)ound or an agent, such as an antisense oligonudeotide that inhibits 
the ejtpression of mammalian KSR. 

Groi9 m, daun(s) 29, dravmto amettiodof identifsfing compounds or agists which inhibit the ei^ression of KSR. 
Group IV, claim(s) 30, draw to a ribozyme that cleaves KSR mRNA. 

The inventions listed as Grou|»s I-IV do not x^kite to a single general inventive concq)t under PCT Role 13.1 because, under PCT 
Rule 13.2, they lack the same or corresponding spedat technical features for the following reasons: The fecial technical feature that 
is shared by gcoops I-m is dse antisense oligonucleotide which is conq>leinentary to a region of KSR RNA. Group IV reads on a 
ribozyme tiiat cleaves KSR RNA. WO 97/21820 discloses nucleic acid sequence encoding the kinase siq>pressor of Ras O^sr), \;s^ch 
has nucleotide sequence that is 100% identical to SEQ ID Nos. 1 and 4-6 (see con^mter printouts). WO 97/21820 also teaches a 
method for screening chemical libraries fox lead compounds for a pharmacaitical agent useful in the diagnosis or treatment of disease 
associated with ksr activity or ksr-dependent signal transduction, and using antisense nucleic acids or ribozymes con5»rising the ksr 
sequences or thek cQn?)lemfints or reverse con^lements in gene therqjy ^plications (e.g. abstract, page 4, first paragraph). Thus, 
there is no q[>edai technical feature that is contributed over die prior art by the pres^ invenUon. Therefore, groins I-IV do not 
r^ate to a single general inventive concept under PCT Role 13.1. 
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